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AMENDMENTS TO THE CLAIMS 

Applicants respectfully request that the application be amended without 
prejudice, without admission, without surrender of subject matter, and without any 
intention of creating any estoppel as to equivalents, as follows. 

1 . (currently amended) A metastin derivative represented by formula (I): 
Tvr-Asn-TrD-Asn-Ser >Phe-Glv-Leu-Arg-Tvr(Mel-NH3 

rI 2' R* 

2' 2^ 2 r' 

{w h e rein, 

e ach of Z^ r^^^Z^-afld^ ^ roprooonto hydrogen atom or a a lky! group: oach of 

^7-^7-2^-«^4^^ r e pr e sents hydrog e n atom, O or S; 

reprooont s (1) hydrogon atom, or (3) a a l kyi group optiona ll y oubot l tutod 

with a cubotituont colootod from th e group ooncict i ng of an optiona l ly substituted 
carbamoy l groupi an optional l y subctitutod hydroxyl group and an opt i onally subctitutod 
a romat i c cycl i o group - 

roprooonto (1) hydrogon atom or (2) a cyGlic or linoar a lk y I group, or (3) a 

C4-4 ^ alky I group oonoiGting of a cyc l lG alkyI group and a Hnoar aikyi group; 
roprocontc: 

(4>^-G4 ^ a l ky I group having on opt i ona l ly cub s t i tut e d ba s ic group and optiono l ly 

having an addit i onal oubGtituont, 
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(2) an aralky i group hav i ng an optiona l ly subst i tutod basic group and optionally 

having an a dd i tiona l s ub s tftu e nt ? 

(^^-a-C^ ^ a l ky ! group having a non aromatic Gyclio hydrocarbon group of carbon 

a toms not groator than 7 hav i ng an opt i onally oub e titut e d basic group, and optiona l ly 
ha ving on additiona l cubstituont, or, 

(4)-a-&4 ^ a l kyi group hav i ng a non aromatio het e rocyc l ic group of carbon atomo 

ft ot gr e ater than 7 having an opt i ona ll y oubst i tutod basic group, and optronal l y hav i ng an 
add i t i onal subctituont; 

reprooontc a C4 -4 a l ky I group, wh i ch may optionally bo cubGt i tut e d wlth - a 

subctituont s e l e ctod from tho group ooneist i ng ofe 

f 1) a n optional l y cubctitutod Qromot i o hydrocarbon group. 

(2) an opt i ona ll y cubstitut e d 5 to 1^ m e mborod aromat i c hotorooyc l io group 

consict i ng of 1 to 7 carbon a toms and hotoro atomo oolootod from tho group cons i sting 
of n i trogen, oxygon and sulfur atomo, 

(3) a n optiona ll y cubstitut e d Ca^ a rom a tic fusod ring group, 

(^) an optiona ll y subctitut e d 5 to 14 momb e r e d aromat i o fus e d hotorocyclio 

group consist i ng of 3 to 1 1 carbon atoms and hot e ro ato m e so l octod from tho group 
consisting of nitrogen, oxygon and su l fur atomo, 

(5) an opt i ona ll y subotitutod non aromatio oycl i o hydrocarbon group having 

c a rbon atoms not groator than 7, and, 

(6) an opt i ona l ly subotitutod non aromatic h e t e rocycl i c group having carbon 

atomo not gr e ater than 7; 

X repreoontc a group shown by formula: NHCH(Q^ )¥Q^G^ ^) (whoroin, 

represontc a C4 - 4 a l kyI group, which may optional l y bo oubot i tutod with a cubctituont 
s el ected from the group conciot i ng of: 

(4) an optiona l ly cubotitut e d C g ^ a romatic hydrocarbon group r 

(2) an opt i ona ll y sub s titut e d 6 - to 14 momb e red aromat i o hot o rocyc li c group 

con s i s ting of 1 to 7 carbon atoms and het e ro atoms s ele cted from the group consisting 
of nitrogen, oxygon and su l fur atomo, 
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(3) an opt i ona l ly substituted oromat i c fucod r i ng - group, 

( 4 ) an opt i onally subctitutod 5 to 1^ monnborod aromat i c fu se d h e t e rooyclio 

group con s isting of 3 to 11 carbon atoms and hotoro atonns co l ootod from th e group 
con s i s t i ng of nitrog e n, oxyg e n - and su l fur atomo. 

(6) an optional l y sub s t i tuted non aromatic oyol i o hydrocarbon group h a v i ng 

carbon atom s not gr e at e r than Zr - and ? 

— — (6) an optionally sub s titut e d non aromatic h e t e rocyclic group hav i ng c a rbon 
atomo not groator than 7; 

roprosonts (1) CH^, whioh may optiona l ly bo oubot l tutcd with a C4 - 4 Q l kyI group 

opt i ona ll y - subst i tutod with a s ubstitu e nt se l e cted from the group ooncicting of carbamoyl 
group and hydroxyl group, (2) NH| wh i oh may option a lly bo subst i tuted with a C4 ^-atkyt 
group opt i ona ll y oubotltutod with a eub s titu e nt s e lect e d from the group oonoistrng of 
oarbamoy i group and hydroxy l group, or (3) O; 

Y r e pr ese nts a group shown by fomnu l o: - CONH - , CSNH , CH^NH , NHCQ , 

CHaO , CHaS or CH^CH^ , wh i oh may opt i onal l y bo cubotitutod with a alkyi group: 
^ #»i 

roprosont s hydrogen atom. - Q or S); and> 

P roprooonto: 

(1) hydrog e n atom; 

(3) an opt i onal am i no acid r e s i du e continuous l y or disoontinuouoiy bound from 

tho C tomiinal ond of th e 1 4 8 a m i no - a e id soquonco in th e amino acid s e qu e nc e 

r e pr e s e nt e d by SEQ -< D NO: 1; 

(3) a group roprocont e d by formu la : 

(whoroin, 

— r e pr ese nts ( a ) hydrog e n atom or (b) ( i ) a C 4-4 ^ aoy i group, (i i ) a 

a l kyI group> ( i il) a ary l group, ( i v) a carbamoyl group, (v) a c a rfaoxy l group, 
(vi) a sulf i no group, (v ii ) an amid i no group - or (v iii ) a glyoxy l oy i gpoup, wh i ch 
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group may optionalty bo subctituted with (a) hydrogon atom, or (b) a s ubstrtu e nt 
oontoining an opt i onal l y substitut e d oycl i o group; 

^ roproGonto (1) NH optional l y cubstitutod with a a l kyi group, (2) CHz 

opt i onalty cubot i tuted with a C^^ alkyi group, (3) 0 or (1) S 7 



b e e ubet i tutQd with a subst i t u ont Do l octod from tho group oons i strng - ofe 

(1) an optional l y pubstitutod C &^ a a romatic - hydrocarbon group, ' 

(2) an optiona l ly cubstitutod 5 to 1^ - m e mb e red aromatic h e t e rocycl i c 

group cons i Gt i ng of 1 to 7 oarbon atomc and hetoro atomc coloctod from tho 
group oonsiQt i ng of nitrog e n, oxygon and oulfur atomo, 

(3) an optiona ll y s ub e titutod C» 4 4 a romatic fucod ring group r 

(^) an optiona ll y oub e t i tuted 5 to 14 momber e d aromat i o fucod 

h e t e rocycl i c group oonp l ot l ng of 3 to 11 carbon atomc and hotoro atomc 
se l eotod from the group cons i sting of nitrogen, oxygon a nd sulfur atoms, 

(6) an optiona l ly sub s t i tut e d non aromatio cycl i c hydrocarbon group hav i ng 

carbon atom s not - gr e ater than 7, 

(6) a n optiona l ly subst i tuted non aromatio het e rocyc l ic group having 
oarbon atoms not greater than 7, 

(7) an optionally subetitutod amino group r 

(8) an option a lly subst i tuted guanidino group, - 

(9) an optiona l ly subctitut e d hydroxyl group, 

(10) an optionally cubstitutod corboxy l group r 

(11) an opt i ona l ly cubstitutod carbamoy l group, and 

(12) an option al ly substituted sulfhydryl group. - 

e r hydrogen otonft - 

J^-aftd-Q^T^^-^ffid-Q'^r^^-^nd-Q^-eM^-a^ may be combined togothor, 

ef^x^^■^ftd-Q^7^^aRd^^^^af^^^^f^ may bo combinod together, to 

form Q r i ng; 
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each of Y^ 4h rough reprocontp a group ropros e ntod by formula: 

Get4{r^hr-0m^'^hr-^^ (whoroinooohofJ^ 

aRd-J ^ rcprosonto hydrogen atom or a C^ - a alky i group); and, 

r e pr e sento hydrogen. atom, O or S) - 

(^) a group r e pres e nt e d by fomiula: J' ^-^^- 

(wh e r eiftr 

' — i'^-aed-J ^ havQ tho oam e s i gn i fioono o as deecribod above ^ 

through hovo tho oomo o i gn i fioonoo ao J ^T 

through havo tho oamo o i gnifioonoo ao 

¥^"attd-¥^ hav e tho oamo Dignificanco a s d e scrib e d abovo; 

h as the same^ignifioonce as d e ccr i b o d abovo - 

/-^fid-Q^W^^afid-Q^-w^^-am^Q ^ may bo combined togothor, or, J^ -^md 

Q^7^^-afl€l^^-Qt^^-aiKt^ ^4nay b e combined togothor, to form a ring); 
(5) a group roprooontod by formu l a: 

(wh e r ei n r 

4 2 

4 -afld-J -ha v e th e sam e eignificanco as describod abovo r e presents ? 

i^-^Bd-J ^ havo tho oamo oignificano e as 

Q^-aftd-Q* * hav e tho oamo o i gnffioano e as 

' ¥ ^ has tho s am e sign i fioanco a s d e scrib e d abovo; 

2 ^ has tho camo oignificanco ac doccribed above; and. 

^^'^-aed-Q^-^p-J'^-and-Q ^ may bo combmod togethon or J^ -and-Q^-ey^ 

and^"* * may bo oomb i nod togothor, to fomi a ring); 

(6) a group repres e nted by formu l a: J^ -4^-G<J^KQ'^)G(=Z'^)- 

(whoroin r 

— J^-af^d-4 ^ h a v e th e samo oignifioanoe ao doccribod abovo; 

— 4 ^ has th e samo cignlf i canoo as J^ t 

— ha s th e oamo cign i fiGonc e as Q^ i 
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has the samo Gign i ficanco as descr i bed abovo; and ? 

J^-aed-Q" ^ may bo combined togothor, or J^ -aftd-Q"^ may bo comb i nod 

tog e thor, to form a ring); or, 

(7) a group r e proGonted by fo rm ula: (whoro l n, J" *^ has th e ^mo c i gn i ficanco ao 

do c or i bod abovo)] (provided that a poptido cons i sting of the amino add Goquonoo of 1 
5^, 2 - 5^, 3 5^. A 54, 5 5^. 6 5^. 7 5 4 , 8 5^, Q 6 4 . 10 - 5^. 11 51. 12 - 5^, 13 5^, 1^ 5 4 , 
15 5A, 16 5 4 , 17 51. 18 5^. 19 5^. 20 5A, 21 5^1, 22 51, 23 51. 2A SA, 25 54. 26 51, 27 
51, 28 51, 20 51, 30 61, 31 - 51. 32 51, 33 51, 31 61. 35 51. 36 51. 37 51. 38 61, 30 51, 
10 51. 11 5 4 . 12 51. 13 51, 11 51, 15 - 51, AG 51^ 17 51. 18 51 or 19 51 in tho amino 
ac i d coquonc e roproc e nt e d by - SgQ ID NO: 1 Ic oxclud e d), or a - ^alt thoroof. 

2 - 6. (Cancelled) 

7-11. (Withdrawn) 

38-41. (Cancelled) 

42-47. (Withdrawn) 
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